6531585 




/J 



V5 



CGGGGTAGGSTD5j®ACGCATTCGGAAGGCTTTTTGCMGCATTTACTTGGAAGGAGAACTTGGGATCTTTCTG 75 
GGAACCCCCCGCCCCGGCTGGATTGGCCGAGCAAGCCTGGAAAATGGTAAATGATCATTTGGATCAATTACAGGC 150 



TTTTAGCTGGCTTGTCTGTCATAATTCATGATTCGGGGCTGGGAAMAGACCAACAGCCTACGTGCCAAAAAAGG 225. 



GGCAGAGTTTGATGGAGTTGGGTGGACTTTTCTATGCCATTTGCCTCCACACCTAGAGGATAAGCACTTTTGCAG 300 



J If 



MetPheAspCysMetAspValLeuSerValSerProGlyGlnlleLeuAspPhe 
ACATTCAGTGCAAGGGAGATCATGTTTGACTGTATGGATGTTeTGTCAGTGAGTCCTGGGCAAATCCTGGATTTC 375 

20 30 40 

TyrThrAlaSerProSerSerCysMetLeuGlnGluLysAlnLeuLysAlaCysPheSerGlyLeuThrGlnThr 
TACACTGCGAGTCCGTCTTCCTGCATGCTCCAGGAGAAAGCTCTCAAAGCATGCTTCAGTGGATTGACCCAAACC 450 

. 50 f 60 

GluTrpGlnHisArgHisThrAlaGlnSeilleGluThrGlnSerThrSerSerGluGluLeuValProSerPro 
GAATGGCAGCATCGGCACACTGCTCAATCAATTGAAACACAGAGCACCAGCTCTGAGGAACTCGTCCCAAGCCCC 525 

70 L 80— - 90 

ProSerProLeuProProProArgValTyrLysProCysPheValCysGlnAspLysSerSerGlyTyrHisTyr 
CCATCTCCACTTCCTCCCCCTCGAGTGTACAAACCCTGCTTCGTCTGCCAGGACAAATCATCAGGGTACCACTAT 600 



100 

GlyValSerAlaCysGluGlyCysLys 



110 

llyPhePheArgArgSerlleGlnLysAsnMetlleTyrThrCysHis 



GGGGTCAGCGCCTGTGAGGGATGTAAG3GCTTTTTCCGCAGAAGTATTCAGAAGAATATGATTTACACTTGTCAC 675 

120 j 130 140 

ArgAspLysAsnCysVallleAsnLysValThrArgAsnArgCysGlnTyrCysArgLeuGlnLysCysPheGlu 
CGAGATAAGAACTGTGTTATTAATAAAGTCACCAGGAATCGATGCCAATACTGTCGACTCCAGAAGTGCTTTGAA 750 

150 160 
ValGlyHetSerLysGluSerValArgAsnAspArgAsnLysLysLysLysGluThrSerLysGlnGluCysThr 
GTGGGAATGTCCAAAGAATCTGTCAGGAATGACAGGAACAAGAAAAAGAAGGAGACTTCGAAGCAAGAATGCACA 825 

170 180 190 

GkSerTyrGluMetThrAlaGluLeuAspAspLeuThrGluLysIleArgLysAlaHisGlnGluThrPhePro 
GAGAGCTATGAAATGACAGCTGAGTTGGACGATCTCACAGAGAAGATCCGAAAAGCTCACCAGGAAACTTTCCCT 900 

200 210 
SerLeuCysGlnLeuGlyLysTyrThrThrAsnSerSerAlaAspHisArgValArgLeuAspLeuGlyLeuTrp 
TCACTCTGCCAGCTGGGTAAATACACCACGAATTCCAGTGCTGACCATCGAGTCCGACTGGACCTGGGCCTCTGG 975 

220 230 240 

AspLysPheSerGluLeuAlaThrLysCysIlelleLysIleValGluPheAlaLysArgLeuProGlyPheThr 
GACAAATTCAGTGAACTGGCCACCAAGTGCATTATTAAGATCGTGGAGTTTGCTAAACGTCTGCCTGGTTTCACT 1050 

250 260 
GlyLeuThrlleAlnAspGlnlleThrLeuLeuLysA'laAlaCysLeuAspIleLeuIleLeuArglleCysThr 
GGCTTGACCATCGCAGACCAAATTACCCTGCTGAAGGCCGCCTGCCTGGACATCCTGATTCTTAGAATTTGCACC 1125 



FIG. 2A 



z. 



ArglyrThrProGluGlnAspThrMetThrPheSerAspGlyLeuThrLeuAsnArgThrGlnMetHisAsnAla 
AGGTATACCCCAGAACAAGACACCATGACTTTCTCAGACGGCCTTACCCTAAATCGAACTCAGATGCACAATGCT 1200 

300 310 
GlyPheGlyProLeuThrAspLeuValPheThrPheAlaAsnGlnLeuLeuProLeuGluMetAspAspThrGlu 
GGATTTGGTCCTCTGACTGACCTTGTGTTCACCTTTGCCAACCAGCTCCTGCCTTTGGAAATGGATGACACAGAA 1275 

320 330 310 

ThrGlyLeuLeuSerAlalleCysLeuIleCysGlyAspArgGlnAspLeuGluGluProThrLysValAspLys 
ACAGGCCTTCTCAGTGCCATCTGCTTAATCTGTGGAGACCGCCAGGACCTTGAGGAACCGACAAAAGTAGATAAG 1350 

350 360 
LeuGlnGluProLeuLeuGluAlaLeuLysIleTyrlleArgLysArgArgProSerLysProHisMetPhePro 
CTACAAGAACCATTGCTGGAAGCACTAAAAATTTATATCAGAAAAAGACGACCCAGCAAGCCTCACATGTTTCCA 1425 

•370 _ 380 390 

LysIleLeuMetLysIleThrAspLeuArgSerlleSerAlaLysGlyAlaGluArgVallleThrLeuLysMet 
AAGATCTTAATGMAATCACAGATCTCCGTAGCATCAGTGCTAAAGGTGCAGAGCGTGTAATTACCTTGAAAATG 1500 

400 410 
GluIleProGlySerMetProProLeuIleGlnGluMetMetGluAsnSerGluGlyHisGluProLeuThrPro 
GAAATTCCTGGATCMTGCCACCTCTCATTCAAGAAATGATGGAGMTTCTGAAGGACATGAACCCTTGACCCCA 1575 

420 430 440 

SerSerSerGlyAsnThrAlaGluHisSerProSerlleSerProSerSerValGluAsnSerGlyValSerGln 
AGTTCAAGTGGGAACACAGCAGAGCACAGTCCTAGCATCTCACCCAGCTCAGTGGAAAACAGTGGGGTCAGTCAG 1650 

SerProLeuValGlnSTOP 

TCACCACTCGTGCAATAAGACATTTTCTAGCTACTTCAAACATTCCCCAGTACCTTCAGTTCCAGGATTTAAAAT 1725 

GCAAGAAAAAACATTTTTACTGCTGCTTAGTTTTTGGACTGAAAAGATATTAAAACTCMGAAGGACCAAGAAGT 1800 

TTTCATATGTATCAATATATATACTCCTCACTGTGTAACTTACCTAGAAATACAAACTTTTCCAATTTTAAAAAA 1875 

TCAGCCATTTCATGCAACCAGAAACTAGTTAAAAGCTTCTATTTTCCTCTTTGAACACTCAAGATGCATGGCAAA 1950 

GACCCAGTCAAAATGATTTACCCCTGGTTAAGTTTCTGAAGACTTTGTACATACAGAAGTATGGCTCTGTTCTTT 2025 

CTATACTGTATGTTTGGTGCTTTCCTTTTGTCTTGCATACTCAAAATAACCATGACACCAAGGTTATGAAATAGA 2100 

CTACTGTACACGTCTACCTAGGTTCAAAAAGATAACTGTCTTGCTTTCATGGAATAGTCAAGACATCAAGGTAAG 2175 

GAAACAGGACTATTGACAGGACTATTGTACAGTATGACAAGATAAGGCTGMGATATTCTACTTTAGTTAGTATG 2250 

GAAGCTTGTCTTTGCTCTTTCTGATGCTCTCAAACTGCATCTTTTATTTCATGTTGCCCAGTAAAAGTATACAAA 2325 

TTCCCTGCACTAGCAGAAGAGAATTCTGTATCAGTGTAACTGCCAGTTCAGTTAATCAAATGTCATTTGTTCAAT 2400 

TGTTAATGTCACTTTAAATTAAAAGTGGTTTATTACTTGTTTAATGACATAACTACACAGTTAGTTAAAAAAAAT 2475 

TTTTTTACAGTAATGATAGCCTCCAAGGCAGAAACACTTTTCAGTGTTAAGTTTTTGTTTACTTGTTCACAAGCC 2550 

ATTAGGGAAATTTCATGGGATAATTAGCAGGCTGGTCTACCACTGGACCATGTAACTCTAGTGTCCTTCCTGATT 2625 

CATGCCTGATATTGGGATTTTTTTCCAGCCCTTCTTGATGCCAAGGGCTAATTATATTACATCCCAAAGAAACAG 2700 

GCATAGAATCTGCCTCCTTTGACCTTGTTCAATCACTATGAAGCAGAGTGAAAGCTGTGGTAGAGTGGTTAACAG 2775 

ATACAAGTGTCAGTTTCTTAGTTCTCATTTAAGCACTAGTGGAATTTTTTTTTTTGATATATTAGCAAGTCTGTG 2850 

ATGTACTTTCACTGGCTCTGTTTGTACATTGAGATTGTTTGTTTAACAATGCTTTCTATGTTCATATACTGTTTA 2925 

CCTTTTTCCATGGAGTCTCCTGGCAAA( jAATAA4 ATATATTTATTTTAAAAAAAAAAAAAAAAAAAA 2992 



FIG. 2B 



— j <_o oj r-o 
cr> cn oo cr> on 

I ' CO on *OD 




CO 


cp 




^ i t 






t 


f-rj i t 


CO 




t 


t-* i t 


f-O 




i 


CO 1 1 


CO 




i 


CO 1 1 


CO 


rn 


rr> 


t-=i (Ti n 



CO 
CO 

o 

CO 



2* 

CD 
CO 
>-3 
CO 
CO 
DC 
CO 

o 
p-s 



f-i D" 
CD ^ O DJ 

PO pa PO I *T3 
CD 



ICO CO 



iRl co 

tr- 1 iCD 

PrTl p~j 



re- tf*3 

cfizM 

m pa p*^ 
rnl Brnl 

DC P*N P*3 



2 Koto 

S w ?3 a ra 

' — 9 CO <d CO »TZ3 

k k; pi ir 1 

i — ii — i o tr^ f 

D" h 3" J 

C71 O DJ 

pa pa pa i r ~o 



en 


o> 




ro 


i — * 


i — k 




CO 




— j 




o> 


c_n 


-c^ 


r-o 




C«3 




en 


i 




CO 




EC 


i 




iO> 










PO 










1 — i 










>_3 

irr] 


NL 








CO 


s: 






£p 




Ha n 




&»■ 


CO 


Co 


C*3 


tr* 


^9 


o 


no 




CP 


t-« 






Crj 


CP 


no 








tT"< 


tO 


fO 


i — i 






t— 


t-i 


p*: 


p*: 




*-3 


i — i 


pa 


►-3 




♦-o 


no 


CO 




i — i 


i-3 


no 


P^ 






tr 1 




P^ 






■< 


i — i 




>- 


3»* 






co 




an 








§ 


fO 






>* 


:>* 




| 


| 


tr- 1 


n-3 








CO 






i 


i 


tr- 4 




l 


1 


• 


t-3 


o 


I 






5> 










ca 


CO 








o 


DC 




















o 










ps; 










no 






ca ca 

CO »-3 

k-3 co 

S CO 

pa co 



^ O 33 

tn < 

Im3 p^ pa 

«a <: f 

co o a 

>- tpd C~> 
co n> t -1 




on i — ► i — » 
r-o o~\ co cr> co 
i — > co cn r-o i — ' 




in n n 



•t) P^ DC 
n< pa 

CT> P^ 




Ir 1 tr 1 W 

o o 

> cn q 

pa pa i — i 

p^ p<^ pa 

►-3 ^ -55- 

P^ P^ I 



►-3 P^ 

t-* co 
<=: <: 




T) O Q l 

C~) M CO 

Z 13 > 

P^ tSS CD 



=r ni d" 
O 13 P] O (D 

pa pa pa i 
CD 




7 



C\J CO 
CO cvi 

▼ T 



-Q.Q 

cocvi 

▼ T 



isv3ua 

SI1S31 
AdVAO 

snu3in 

N331dS 
"1V133 y3All 

nnav y3Ain 

S/ddd/01d 
X31UOO o 

ayoo ds 
3ivisoud 

A3Nai» 
09 1H 
099 >1 



EC 




a: 




oa 



o 
< 



CD 



9-0 1. 
l-Oi 
8-01 
6-01 
01.-01. 




tt*. < 



V 



oa 



J1025 U.S. PTO 




12/02/02 





FIG. 13 



RAR (3 



/■■ — 








CD 






o 


O 


CM 




CO 


CO 


< 



o 
< 

HEPG 2 
— PRF/PLC/5 



3 



> 

a 



H3 

a: 



PC 
> 



> 1 — 1 
21 



c o 

O I — I 



00 2 s O 

> a 00 
a w o 2; 
1 — 11 — 11 — 11 — t 



> 



DO 
DO CO 
> T) 
2: l — 1 
m ro 

00 



>§ 

> 

o 
o 

>> I ' 

O O 

CD 
i~~3 

> 

O o 

> 

o 

H 

>o 
> 

Q 00 
O o 
O 

■ o 
> 
0 
> 

>n 

Q 

O o 

> 

0 
o 

> 

o 
o 

> o 
o 
o 
> 

Q 
O 
O 

H 
O 
H 

% 

o 
> 
o 
o 
o 

H 



o 



o 



3j 

■ 



7T 

cr 



t X 

-- m 



DOT 
00 



00" 



0D-- 



03 



- CO 
-- TI 



CO 

+ m 



